1. Introduction {#sec0005}
===============

Castleman disease (CD) is a rare clinicopathological disorder. CD is characterized by benign lymphoproliferative changes \[[@bib0005]\]. This disease can be classified into two major groups: unicentric (UCD) presentation, affecting a single lymph node or a single lymph node chain, or a multicentric (MCD) presentation, in which several lymph node chains are hypertrophied \[[@bib0010]\].

The etiopathogenesis of CD is still poorly understood; however, some researchers associate it with viral or neoplastic mechanisms and their respective inflammatory or autoimmune responses \[[@bib0010],[@bib0015]\]. The lymphoid hyperproliferation is a consequence of an exacerbated immune reaction with a relevant inflammatory response and the overproduction of cytokines (IL-6) \[[@bib0035]\].

The most common form of the CD is a single lymph node (unicentric Castleman disease), usually intracavitary (chest or abdomen).

Multicentric Castleman disease affects multiple lymph nodes throughout the body and can be associated with human herpesvirus type 8 (HHV-8) and human immunodeficiency virus (HIV).

UCD is typically asymptomatic, but there are cases in which the increased lymph node volume compresses neighboring structures, causing compressive symptoms \[[@bib0020],[@bib0025]\]. Laboratory tests are frequently unaltered; therefore, the disease is diagnosed by lymph node biopsy \[[@bib0030],[@bib0035]\].

Cutaneous manifestations, including paraneoplastic pemphigus, may occur in 55% of cases \[[@bib0030]\]. UCD requires surgical treatment for the removal of affected lymph nodes; surgery offers good results and the remission of symptoms \[[@bib0040],[@bib0020]\].

MCD requires more complex treatments that combine surgery with radiotherapy, antivirals, polychemotherapy and immunosuppressants, but the prognosis is variable \[[@bib0045],[@bib0020]\]. Concomitant paraneoplastic skin lesions are treated with a combination of steroids and siltuximab \[[@bib0050]\].

This study presents the case of a patient presenting skin lesions associated with CD and comments concerning nosology. This case report showed a case of CD in a different location (inguinal region) associated to a multiple skin lesions.

2. Case {#sec0010}
=======

To report this case we followed the SCARE checklist \[[@bib0055]\]. This case report was submitted to the ethical committee of Hospital das Clínicas -- Universidade de São Paulo (CAAE 34949120.0.0000.0068). The patient signed the informed consent

A 43-year-old female patient with no previous comorbidities presented erysipelas lesions in the left leg (LL) from the thigh root to the foot, since January 2016.

There wasn't any past medical and family history.

At that time, she was treated with ceftriaxone and clindamycin, with partial remission of symptoms. However, the patient developed progressive edema on the left foot, with a diagnosis of lymphedema of unknown ethiology. Since then, this edema has been treated with compression stockings and diosmin.

In February of the same year, the patient developed a neuropathic condition in the LL characterized by severe intermittent pain in the left foot. She received analgesics, pregabalin, chlorpromazine and amitriptyline to treat this neuropathic pain without any remission.

Throughout 2017, the patient presented with progressive lymphedema associated with atrophic skin disorders (skin color and skin fissures). These lesions are slowly enlarging in extensive wounds in the left leg.

At the same time, she presented with sporadic low nocturnal fever, somnolence, and inappetence. The patient denied weight loss at the time. In July 2019, the patient noted a left inguinal mass tumor.

In August 2019, the patient was referred for reassessment. On examination, a non-tender, firm mass was palpated in the left inguinal region associated with a large wound on the LL: a friable, vegetating papillomatous plaque with a fetid odor extending from the pretibial region to the medial aspect of the leg ([Fig. 1](#fig0005){ref-type="fig"}).Fig. 1Lesion with lymphedema in the left leg. Lateral views.Fig. 1

Laboratory tests showed microcytic and hypochromic anemia, serum albumin within normal values, and a marked increase in C-reactive protein (CRP).

Laboratory tests ruled out mycotic or parasitic disease. We collect the leg exudate to culture, and we treated it with 15 days of ciprofloxacin (500 mg, bid) associated to clindamycin (300 mg, tid) with no wound skin healing

A PET scan showed lymphadenomegaly (5.7 cm, SUVmax 10.3) in the left femoral and inguinal) ([Fig. 2](#fig0010){ref-type="fig"}) and in the left common-external iliac and paraaortic chain of 3.1 cm (SUVmax 8.3). A magnetic resonance imaging showed subcutaneous cellular tissue edema that did not affect the muscle fascia, known as elephantiasis nostra verrucosa, which presented a cleavage plane of dissection between the injured skin and the intact muscle fascia ([Fig. 3](#fig0015){ref-type="fig"}).Fig. 2PET SCAN showing: Skin thickening associated with densification of the subcutaneous plane of the left leg; Lymph nodes and lymph node enlargement in the left femoral and inguinal chains.Fig. 2Fig. 3MRI showing the plane of the intact muscle fascia.Fig. 3

In October 2019, an experienced surgeon (more than 10 years of practice) biopsied the lymph node and debridement of the skin lesions. The resected area was treat by a vacuum dressing, and after five days, we performed a skin mesh graft. ([Fig. 4](#fig0020){ref-type="fig"}, [Fig. 5](#fig0025){ref-type="fig"}).Fig. 4Left leg after resection of the lesion.Fig. 4Fig. 5Left leg after skin grafting.Fig. 5

The lesion\'s anatomopathological examination showed a not specific chronic inflammatory process and vascular neoformation in the dermis. The lymph node biopsy showed a cytoarchitectural organization and immunohistochemistry compatible with CD ([Fig. 6](#fig0030){ref-type="fig"}).Fig. 6Microscopic examination of the lymph node (40× magnification). Lymphoid follicles with atretic germinative centers. Concentric rings of lymphocytes in an "onion skin" pattern.Fig. 6

The skin graft integrated 100%. No locomotion dysfunction or complication was observed.

Until December 2019, the patient is being followed up on an outpatient basis and undergoing physical therapy, with a gradual return to social/occupational activities ([Fig. 7](#fig0035){ref-type="fig"}).Fig. 7Patient's follow-up (six months).Fig. 7

3. Discussion {#sec0015}
=============

We hypothesized the initial clinical presentation of erysipelas of the leg could be responsible for the onset of lymphangitis and consequent lymphedema \[[@bib0060]\]. The lymphedema worsened despite the treatment, and the trophic conditions of the skin underwent severe changes that caused lymphedema "nostra verrucose".

The long-term inflammatory environment, reflected by fever, somnolence, inappetence, and increased CRP aggravated local inflammation.

Increased CRP levels, such as those found in this patient, are in fact indicative of an increase in interleukins tissue level, particularly IL-6. The higher inflammatory activity promoted an increase in this inflammatory protein production. Consequently, at the level of the lymph nodes caused a lymphoproliferation.

As an inference, it can be assumed that the erysipelas triggered the CD; however, there are paraneoplastic lesions that manifest as a result of UCD and present skin thickening, angiomas and telangiectasias \[[@bib0040]\]. Particular mention should be made of paraneoplastic pemphigus \[[@bib0030]\], which begins with lesions in the oral mucosa \[[@bib0040]\]. All these lesions regress with complete resection of the enlarged lymph node, which constitutes effective treatment of the disease \[[@bib0040],[@bib0070]\].

Before the lymph node biopsy, the diagnose was lymphedema with an unknown cause. The anatomopathological exam defined the CD.

Regarding to the patient's neuropathy, the pain may have resulted because the demyelinating peripheral neuropathy observed in CD. However, the neuropathy was more frequent in the multicentric form when compared to unicentric form \[[@bib0065]\].

In the case under study, we administer antibiotics guided by culture as tempting to solve the dermopathy clinically. However, only with the removal of the hypertrophied lymph nodes associated with the resection of the infected skin area resulted in marked improvement of the patient\'s clinical condition. This case report showed an unusual CD presentation (different location-inguinal region) associated with multiple skin lesions. Despite the rarity of the CD, it is essential to consider this disease as a possible alternative in the lymphedema differential diagnostic.
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